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Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
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DETAILED ACTION 

Applicants response filed 1 1/12/2008 is acknowledged. 

Claims 1-3, 6-10, 18 are pending. 

Response to Applicants Remarks: 

In the previous office action, it was stated that the required amendments are too 
many. Amendments required included deletion of non-elected subject matter. 
Applicant's presently amended claims did not correct all the required corrections. The 
issues could not be corrected by discussions with attorney of record, Lisa Mueller. 

This office action is a non-final rejection. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 1 and 6 and the corresponding dependent claims rejected under 35 
U.S.C. 1 1 2, second paragraph, as being indefinite for failing to particularly point out and 
distinctly claim the subject matter which applicant regards as the invention. 

Claims 1 and 6 are drawn to 5 or 6 membered aromatic heterocycles consisting 
of upto 2 oxo groups, where more than one of the heteroatom is oxygen. The structure 
of the encompassed hetero-aromatic compounds are unclear. 
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If a substituent is impossible, the claim can properly be rejected under 35 USC 
paragraph 1 or 2. A compound with an impossible substituent clearly cannot be made, 
and hence a paragraph 1 rejection is proper. Alternatively, if it is impossible, then it is 
not correct. As stated in In re Zletz, 13 USPQ2d 1320, 1322, "An essential purpose of 
patent examination is to fashion claims that are precise, clear, correct and 
unambiguous." 

Objection: The variable R5 is defined in a confusing manner. By election/ 
restriction, the elected group is drawn to compounds wherein the indolone-R5 linkage is 
C-N, the C representing the point of attachment of the indolone to N of the R5 group. 
Though applicant have amended the claims, the instant claim language uses four 
variables W, X, Y, Z to describe, ultimately, a C-N attachment, It is suggested that 
applicant delete (X)-(X)-(Y)-Z and amend the claims to specifically point out and 
distinctly identify this linkage. 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1 and 6 and the corresponding dependent claims rejected under 35 
U.S.C. 112, first paragraph, because the specification, while being enabling for 
making compounds of the depicted formulae, does not reasonably provide 
enablement for prodrugs of the compounds of the formulae. The specification does 
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not enable any person skilled in the art to which it pertains, or with which it is most 
nearly connected, to make and use the invention commensurate in scope with these 
claims. The determination that "undue experimentation" would have been needed to 
make and use the claimed invention is not a single, simple factual determination. 
Rather, it is a conclusion reached by weighing all the relevant factual considerations. 

Enablement is considered in view of the Wands factors (MPEP 2164.01 (a)). 
These include: (1) breadth of the claims; (2) nature of the invention; (3) state of the 
prior art; (4) amount of direction provided by the inventor; (5) the level of predictability 
in the art; (6) the existence of working examples; (7) quantity of experimentation 
needed to make or use the invention based on the content of the disclosure; and (8) 
relative skill in the art. 

All of the factors have been considered with regard to the claims, with the most relevant 
factors discussed below: The specification defines 'prodrugs' as follows: [0201] By 
prodrugs are meant those compounds which are metabolized in vivo to 
the compounds of the invention. Typical examples of prodrugs are described in 
C. G. Wermuth (ed.): The Practice of Medicinal Chemistry, Academic Press, San 
Diego, 1996, p. 671-715. These include, for example, phosphates, carbamates or 
amino acids, esters and others. However, it is not seen where in the specification a 
prodrug corresponding to the instant formulae is disclosed. Finding a prodrug is an 
empirical exercise. Predicting if a certain ester of a claimed alcohol, for example, is in 
fact a prodrug, that produces the active compound metabolically, in man, at a 
therapeutic concentration and at a useful rate is filled with experimental uncertainty. 
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Although attempts have been made to predict drug metabolism de novo, this is still an 
experimental science. It is well known in the art that for a compound to be a prodrug, it 
must meet three tests. It must itself be biologically inactive. It must be metabolized to a 
second substance in a human at a rate and to an extent to produce that second 
substance at a physiologically meaningful concentration. Thirdly, that second substance 
must be biologically active. Determining whether a particular compound meets these 
three criteria in a clinical trial setting requires a large degree of experimentation. The 
disclosure relating to these tests is lacking in the specification. 

Deleting the term 'prodrug' from the claims would overcome this rejection. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to NIZAL S. CHAN DRAKU MAR whose telephone number 
is (571 )272-6202. The examiner can normally be reached on 8.30 AM - 4.30 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Janet Andres can be reached on 571 0272-0867. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Nizal S. Chandrakumar 
ID. Margaret Seaman/ 
Primary Examiner, Art Unit 1625 



